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Supplementary Table 4: Cox’s multivariate regression analysis for factors affecting overall survival in patients with 
Stage IV disease

Model 1 Model 2
Variable HR (95% CI) P Variable HR (95% CI) P
EGFR mutation status EGFR mutation status

Yes 1 Yes 1
No 1.46 (0.48-4.48) 0.503 No 3.73 (1.27-10.94) 0.017
Unknown 0.76 (0.75-7.77) 0.820 Unknown 3.29 (0.85-12.77) 0.085

Sex Age 1.02 (0.99-1.05) 0.122
Male 1
Female 0.73 (0.24-2.21) 0.571 ECOG PS

Smoking ECOG <2 1
Never smoker 1 ECOG ≥2 1.98 (1.00-3.90) 0.050
Ever smoker 1.89 (0.72-4.97) 0.199

ECOG PS
ECOG <2 1
ECOG ≥2 1.72 (0.70-4.24) 0.239

HPE subtype
Solid ADC 1
Lepidic ADC 0.08 (0.01-0.73) 0.026
Acinar ADC 0.45 (0.17-1.22) 0.116

HR: Hazard ratio, ADC: Adenocarcinomas, ECOG: Eastern Cooperative Oncology Group, CI: Confidence interval, PS: Performance status, 
EGFR: Epidermal growth factor receptor, HPE: Histopathology examination
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Supplementary Table 5: Studies reporting an association between EGFR mutations and the new IASLC/ATS/ERS 2011 
adenocarcinoma histologic subtyping
Author, year Country Number 

tested for 
EGFR

Predominant 
TNM stage

Sample tested for 
HPE subtyping

Type of 
analysis

Histologic subtype 
with increased 
prevalence (%)

Histologic subtype 
with decreased 
prevalence (%)

P

East Asians
Shim et al., 2011[1] Korea 107 Stages I-IIIA Resected specimen Univariate Micropapillary (83.3) Solid (28.6) <0.05
Sun et al., 2012[2] Korea 382 Stages I-IV Resected specimens Univariate Papillary (70)

Acinar (56.6)
IMA (33.3)
Solid (38.9)

0.06

Kim et al., 2014[3] Korea 359 Stages I-IV Small biopsies Univariate Papillary (77.8)
Lepidic (61.1)

Solid (16.7) <0.001

Lee et al., 2014[20] Korea 153 Stages I-IIIA Resected specimens Univariate Lepidic (74.4) 0.003
Yoshizawa, et al., 2013[5] Japan 167 Stages I-IIIA Resected specimen Univariate Lepidic (71.4)

Papillary (68.5)
IMA (0)
Solid (14.3)

<0.001

Tsuta et al., 2013[4] Japan 904 Stages I-III Resected specimens Univariate Papillary (56) Solid (15.8) <0.001
Yanagawa et al., 2014[6] Japan 241 Stages I-IIIB Resected specimen Descriptive 

only
Lepidic (77)
Acinar (49)
Papillary (50)

IMA (0)
Solid (28)

NA

Nakamura et al., 2014[7] Japan 320 Stages I-II Resected specimen Univariate Acinar (43.8)
Papillary (48.4)

Solid (17.4) NS

Zhang et al., 2012[8] China 349 Stages I-IV Resected specimen Multivariate Acinar (83.1) - 0.005
Li et al., 2013[9] China 230 Stages I-IIIA Resected specimen Univariate Micropapillary (84.6)

Lepidic (88.9)
Papillary (57.6)

IMA (0)
Solid (22.6)

<0.05

Song et al., 2013[10] China 161 Stages I-III Resected specimen Univariate Lepidic
Micropapillary

Solid <0.05

Hu et al., 2014[11] China 981 Stages I-IIIA Resected specimen Multivariate - Solid (37)
IMA (14)

<0.001

Chen et al., 2014[12] China 206 Stages I-IV Resected specimen Univariate Lepidic (68.8)
Papillary (70.7)
Acinar (69.5)

Solid (22.5)
IMA (25)

<0.05

Liu et al., 2014[13] China 139 Stages I-III Resected specimen Univariate Papillary (66.7) Solid (25)
IMA (27.3)

0.038

Caucasians
Russell et al., 2013[14] Australia 69 Stage III (N2 

disease)
Resected specimen Univariate Acinar (44)

Micropapillary (38)
Solid (4.2) 0.009

Girard et al., 2012[15] USA 2392 Stages I-IV Resected specimens 
and small biopsies

Multivariate Papillary (46.4)
Lepidic (32.2)

- <0.001

Villa et al., 2014[16] USA 200 Stages I-III Resected specimens Univariate Lepidic (44) Solid (7) <0.001
Kadota et al., 2014[17] USA 864 Stages I-III Resected specimens Univariate Lepidic (28) Solid (4)

IMA (0)
<0.05

pallavi
Rectangle



84  © 2016 Indian Chest Society | Published by Wolters Kluwer - Medknow

Supplementary Table 5: Contd...
Author, year Country Number 

tested for 
EGFR

Predominant 
TNM stage

Sample tested for 
HPE subtyping

Type of 
analysis

Histologic subtype 
with increased 
prevalence (%)

Histologic subtype 
with decreased 
prevalence (%)

P

Mansuet-Lupo et al., 2014[18] France 397 Stages I-III Resected specimens Multivariate Lepidic (18.2)
Acinar (11.4)

Solid (2.8) 0.003

Campos-Parra et al., 2014[19] Mexico 257 Stages IIIB-IV Small biopsies Univariate NS

NA: Not available, NS: Nonsignificant, IMA: Invasive Mucinous Adenocarcinoma, EGFR: Epidermal growth factor receptor, IASLC: International Association for 
the Study of Lung Cancer, ATS: American Thoracic Society, ERS: European Respiratory Society, HPE: Histopathology examination, TNM: Tumor node metastasis
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Supplementary Figure 1: Photomicrograph showing histological 
patterns of lung adenocarcinoma; (a) acinar pattern, (b) solid pattern, 
(c) lepidic pattern. (H and E, ×200)
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